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COMT is a promising candidate gene for a number of neurologic disorders that involve noradrenergic or dopaminergic systems. As reviewed in the introduction there have been conflicting reports in the literature regarding COMT's association with schizophrenia susceptibility, however it is possible that many of these can be attributed to small and/or heterogeneous case/control samples. To further test the possible implication of COMT in the aetiology of schizophrenia, we used transmission distortion analysis in family trios (implemented by the ETDT and TRANSMIT programs), to fine-map the COMT locus and to attempt to replicate the findings of Li et al 1 and Egan et al. 2 Five SNP markers were genotyped and analysed both individually and as haplotype in 166 family trios from the Han Chinese population. Significant linkage disequilibrium (P Ͻ 0.000001) was found between the majority of SNP markers (8/10 pairwise combinations). The linkage disequilibrium relationship between the polymorphisms was consistent with earlier observations in the Han Chinese. 1 No preferential transmission of any allele or haplotype was detected for all of the polymorphisms studied. Thus, our analysis did not suggest an association between the COMT gene and susceptibility to schizophrenia, consistent with other recent findings. 9 Therefore, it appears unlikely that the COMT plays a major role in the aetiology of schizophrenia. However, we cannot exclude COMT from playing a small or minor role in the aetiology of the disorder and further studies using larger numbers of samples will be necessary to clarify this question. Recently, several studies reported significant reduction of reelin mRNA and protein in the postmortem brain of patients with schizophrenia or bipolar disorder with psychosis. [1] [2] [3] Moreover, genetic variants of reelin gene were reported to be associated with autistic disorder. 4 Reelin is essential for neuronal migration, cortical lamination, neuronal synaptogenesis and plasticity. 5 The etiology of decreased reelin in the brain of mentally ill patients is still unknown, one of the reasonable inferences is that mutations in the promoter region of reelin gene might reduce the reelin expression in the brain of afflicted patients. To test this possibility, we first identified the putative promoter sequences of human reelin gene in the GenBank database using the BLAST computer program. Based on high homology between human and mouse reelin sequences, we were able to identify the putative 5Ј-promoter region of human reelin gene in GenBank (Accession No. AC002067) using mouse reelin promoter sequences.
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We investigated approximately 1-kb sequences of the putative 5Ј-promoter region of the human reelin gene in 100 Han Chinese schizophrenic patients using single strand conformation polymorphism (SSCP) analysis and autosequencing to search for mutations. A G-to-C transversion at nucleotide position 888 upstream from the translation starting point was identified. This single nucleotide polymorphism (SNP) was designated g.-888GϾC, which also altered a NotI restriction site. Computer analysis of this SNP showed that an Sp1 and/or hsp70.2 transcription factor binding sites could be altered, which might influence reelin gene expression. 6 We further carried out a genetic case-control association study using this SNP in 279 Han Chinese schizophrenic patients meeting DSM-IV diagnostic criteria (153 males, 126 females, mean age 42) and 255 non-psychotic controls (153 males, 102 females, mean age 45). Informed consent was obtained. The genotype distributions of this SNP do not deviate from Hardy-Weinberg equilibrium in both patients and controls. The genotype and allele frequencies of this SNP in both patients and controls were listed in Table 1 . No significant differences of genotype or allele frequency were detected between patients and controls, suggesting that this SNP is unlikely involved in the pathogenesis of schizophrenia.
Reeler mouse is an autosomal recessive mutant mouse with defective reelin gene. Heterozygous reeler mouse showed 50% decrease of reelin mRNA and protein in the brain, deficits in prepulse inhibition of startle, 7 indicating a possible link of genetic defects of reelin gene and pathogenesis of schizophrenia. In humans, mutations in the reelin gene were found to be associated with lissencephaly, a rare autosomal recessive neurological disease with cerebellar hypoplasia. 8 Surprisingly, no evidence of increased risk to schizophrenia was found in individuals with heterozygous or homozygous human reelin mutations. 8 In this study, we report no association of a novel putative functional SNP at the 5Ј-UTR of human reelin gene with schizophrenia. Our result should be interpreted with caution. First, SSCP is not a perfect mutation screening method, there might be other functional polymorphisms missed in this study. Second, human reelin gene is a very large gene, there might be other functional mutations in the protein-coding sequences and exon-intron splicing sites that may down regulate the reelin expression in schizophrenic patients. Third, in addition to heterozygous reeler mutant mouse, there are several other animal models with reduced expression of reelin, such as prenatal human influenza virus infection, 9 experimental hypothyroidism, and chemical lesions. 10 Hence, in addition to defective reelin gene, environmental factors as mentioned above should be also taken into consideration when investigating the etiology of the reduced reelin expression in schizophrenic patients. Finally, although the allelic association of this SNP with schizophrenia does not reach statistic significance (P = 0.08) in our population, it is warranted to replicate this association 
